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Message From the NCI Director

Pancreatic Cancer, diagnosed in more than 29,000 people every year, is the fifth leading
cause of cancer death in the U.S.. Most people with pancreatic cancer die within six
months. Despite these tragic statistics, pancreatic cancer remains underrepresented in
both clinical and basic research compared with other cancer sites. Future success will
require a renewed commitment to focused scientific research, a robust infrastructure of
supporting resources, and active coordination within the scientific and medical
community. In an effort to help identify challenges ahead, the Pancreatic Cancer Progress
Review Group (PanC PRG) has produced the first report of recommendations for
progress and priorities in the area of pancreatic cancer research.

To address these recommendations, I am pleased to present the following plan detailing
the National Cancer Institute’s (NCI’s) strategies- ongoing, new and proposed-for
making progress against this devastating disease. The plan also reflects NCI’s
commitment to find ways to increase the number of dedicated researchers who will help
make the greatest impact on better detection, diagnosis, treatment and prevention
research.

I want to thank the PanC PRG and NCI’s PanC Working Group for their exceptional
efforts in identifying recommendations and strategies. Their expertise and advice will
help us close the gaps in NCI’s and the Nation’s current research effort with sound,
productive science. Using this blueprint, NCI will help develop strategies that

« Enhance expertise within the field with training, career development, and
resources

« Strengthen our understanding of the biology of pancreatic cancer

« Determine risk factors, develop preventive strategies, and improve detection

* Improve the impact of therapy and advance health services research

Ultimately, this is not just a plan for NCI, but a call to action for the entire cancer
research community. It begins the process of building the partnerships and collaborations
necessary to successfully implement these strategies. By joining together, I am confident
that we will make substantial scientific and medical progress to achieve the one goal that
matters most: the reduction and elimination of the burden of pancreatic cancer for all who
are in need.

Andrew C. von Eschenbach, M.D.
Director
National Cancer Institute
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Strategic Plan

Pancreatic cancer is the fifth leading cause of cancer death in the United States. In 2001, an
estimated 29,200 new cases were diagnosed, and 28,900 people died from the disease. Given
the incidence and almost universal fatality of pancreatic cancer, the National Cancer Institute
(NCI) believes that substantially increased research efforts are clearly warranted to
understand, prevent, and control this disease. Since pancreatic cancer has been understudied in
both basic research laboratories and the clinic, greater commitment of resources and scientific

expertise is needed to achieve significant improvements in pancreatic cancer diagnosis and

management.

The Pancreatic Cancer Progress Review Group (PRG)

In 2000, NCI established a progress review group (PRG) to
assess past progress and identify future pancreatic cancer
research opportunities. The Pancreatic Cancer Progress
Review Group (PANC-PRG) members identified and
prioritized opportunities and needs across the continuum of
pancreatic cancer research, as well as the scientific resources
required to address those needs.

The PANC-PRG was composed of approximately 25
prominent scientists, clinicians, consumer advocates, and
industry representatives from the United States (and Canada),
representing a wide spectrum of scientific expertise. Members
were selected for their ability to broadly identify and prioritize
scientific needs and opportunities that are critical to advancing
cancer research.

The progress review began in May 2000. The PANC-PRG
Roundtable, composed of over 100 scientists, clinicians, and
consumer advocates, was held in September 2000. Scientific

Progress Review Group
Overview

Composed of prominent
scientists, clinicians,
consumer advocates, and
industry representatives
Organized to assess state of
knowledge and
understanding
Reviewed grant portfolio and
other indicators
Discussed current initiatives
and strategies
Developed specific
recommendations
Participated in follow-up
session to review results and
ommendations

priorities, related recommendations, and specific resource needs were established and
prioritized in sessions on tumor biology, risk/prevention/screening/diagnosis, therapy, and
health services research. As similar issues emerged from the breakout sessions, they were
organized into 36 crosscutting recommendations, which were documented in the Pancreatic
Cancer PRG Report. A follow-up meeting with the NCI director was held in July 2001 to
discuss the report and provide a framework for addressing the recommendations. The report,
follow-up discussions, and an analysis of NCI’s existing research initiatives and projects

served as key inputs in the development of this strategic plan.

Pancreatic Cancer PRG Strategic Plan September 2002



Implementation Approach

In order to develop a comprehensive strategic plan, the NCI Office of Science Planning and
Assessment compared the PANC-PRG’s recommendations to existing NCI initiatives and
projects. It also organized a working group (see roster in appendix A) to review and strengthen
the

implementation plan, map NCI’s projects to the recommendations, and develop strategies for
addressing the most important research needs and gaps. Due to funding and other limitations,
NCI

cannot immediately address all issues raised and recommendations made by the PANC-PRG.
Consequently, to make the best use of limited research dollars and to fully utilize NIH’s
existing infrastructure and funding mechanisms, a strategic plan approach was chosen that:

* Focuses on investigator-initiated research and other mechanisms that provide critical
research support,

* Builds on existing broad-based initiatives and leverages existing NCI funding
mechanisms,

* Addresses the highest priority areas and gaps between resources and needs.

This implementation plan is organized into six sections representing the principal topic
areas in the PRG’s report:

* Health of the Field- describing strategies for addressing current research and funding
levels for pancreatic cancer and critical issues such as workforce development and training
needs, and resource deployment and organization.

* Tumor Biology- achieving a more complete understanding of the normal biology of
the pancreas, elucidating the development of pancreatic adenocarcinoma, investigating
clinically important host-tumor interactions and develop new therapeutic strategies to
address them.

* Risk/Prevention/Screening/Diagnosis- determining risk factors (genetic, environmental
and gene-environment interactions), and developing preventive strategies and improved
detection technologies for pancreatic cancer.

» Therapy- facilitating the discovery and development of targeted therapeutics, developing
and validating preclinical models of human pancreatic cancer, and accelerating research into
the supportive care of patients with pancreatic cancer.

* Health Services Research- identifying effective forms of health care provider
communication with pancreatic cancer patients, identifying determinants of message
effectiveness in aiding decision making by patients, and determining the efficacy of current
practices in pancreatic cancer diagnosis and care.

Pancreatic Cancer PRG Strategic Plan September 2002 9



* Resource Priorities- identifying key resources and tools needed for progress in pancreatic
cancer research.

For each recommendation within each topic area, the plan provides the following:

» Issues and Challenges: a description of, and justification for, research;

* Ongoing Activities: NCI initiatives that either currently fund pancreatic-specific projects
that address the recommendations, or are accepting applications for future funding;

* New Activities: new NCI initiatives started within the past year that address the
recommendation;

» Proposed Strategies: initiatives that NCI is exploring as a means to fill gaps in research
and address the recommendation.

A table containing all PRG recommendations and relevant NCI initiatives and projects is
included as Appendix B. NCI will use this information as a baseline for tracking and
monitoring progress over the next 2-3 years.

Pancreatic Cancer PRG Strategic Plan September 2002 10



. . 1
Strategic Plan to Address PRG Recommendations
The NCIwill da everything in its power ta expedite progress against Pancreatic Cancer The Institute will:
# encourage and assist other organizations to play a leading role in
implementing thass strategies that transcend MCI's mandata or resources
# seek collaborations and advice on all frants as It implements this plan.

# implement as many of the propased strategies in this
document as it can

# pursue partnerships where they make sense
For each proposed strategy in this document, the Institute's plan of action is indicated in italics. There are four possible plans of action for
each strategy.

Figure 1: Implementation Phases for Proposed Strategies

NCI -
| Partners
Tme

1 The ability to implement any new strategy is dependent on: {1} a final determination that the strategy is vital, feasible, and
sound; (2} the availability of funds; and (2) the receipt of high-guality applications or proposals.

Pancreatic Cancer PRG Strategic Plan September 2002 11



Section 1

Health of the Field

The PANC-PRG provided a unique opportunity for a wide range of scientists, clinicians, and
advocates to help establish an agenda for pancreatic tumor research. This section describes strategies
to address current research and funding levels for pancreatic cancer; critical issues, such as
personnel development and training needs; and resource deployment and organization.

5
B

Pancreatic cancer research currently suffers from a variety of | “Pancreatic cancer research

unmet training, career development, and organizational currently suffers from a variety
needs, as well as difficulty in obtaining funding. As a result, of unmet training, career

development, and
organizational needs. Very few
researchers focus on

physician-scientists have demonstrated low levels of
enthusiasm for pancreatic cancer research and very few
researchers focus on research in this field.

During the PANC-PRG Roundtable, the lack of a critical mass of personnel and resources dedicated
to pancreatic cancer research was often cited. Three overarching, high-impact strategies were
identified to augment pancreatic cancer research levels overall and speed progress in addressing the
disease:

1. Specialized training programs in pancreatic cancer research,
2. An NIH-based coordinating mechanism for pancreatic cancer research applications, and
3. Centers of excellence for pancreatic cancer care and research.

Pancreatic Cancer PRG Strategic Plan September 2002 12



1 Develop sustained, expanded training and career

development efforts in pancreatic cancer research and care

Introduction

Training new investigators and encouraging established investigators to focus on pancreatic
cancer is essential to increase the number of researchers focusing on this disease. Although
NCI and NIH currently have in place several training mechanisms to support career
development in cancer research, specialized training in pancreatic cancer research is critical
because multidisciplinary approaches are required at all levels to address the disease. For
example, multidisciplinary collaborations are crucial to making progress in risk factor
determination, risk reduction, early detection, and treatment.

Ongoing Activities

The following initiatives have ongoing projects in pancreatic cancer:

Transition Career Development Award provides "protected time" for newly independent
investigators to develop and receive support for 3 years for their initial cancer research
programs. This award facilitates the transition of investigators from the mentored to the
independent stage of their careers in cancer research. One application focused on pancreatic
cancer, "Mechanism of Tumor Suppression by p27," has been funded.

Research Training and Career Development Awards for predoctoral candidates,
postdoctoral candidates, junior faculty in independent research positions, and established
investigators provide a continuum of opportunities as individuals proceed through these four
stages of a career track. There were 298 pancreatic grants active in the year 2000.

The following initiatives could potentially address pancreatic cancer:

Cancer Education Grant Program (CEGP) is a flexible, curriculum-driven program aimed at
developing and sustaining innovative educational approaches that ultimately will have an impact on
reducing cancer incidence, mortality, and morbidity, as well as on improving the quality of life of
cancer patients. The CEGP will accept investigator-initiated grant applications that pursue a wide
spectrum of objectives. Education grants can focus on education activities before, during, and after
the completion of a doctoral-level degree, as long as they address a need that is not fulfilled
adequately by any other grant mechanism available at NIH and are dedicated to areas of particular
concern to the National Cancer Program. None of the applications funded to date focuses on
pancreatic cancer.

NCI Scholars Program supports outstanding new investigators who are beginning their
independent research careers. NCI scholars first receive NCI intramural funding mechanism
for up to 4 years as they work at the intramural campuses of NCI. Once they continue their
careers at an institution of their choice, the NCI scholars receive support through an extramural
funding mechanism (K22) for 2 years.

Pancreatic Cancer PRG Strategic Plan September 2002 13



National Research Service Award (NSRA) provides predoctoral training support for doctoral
candidates that have successfully completed their comprehensive examinations or the
equivalent by the time of award and will be performing dissertation research and training.

New Activities Initiated Within the Past Year

NCI will fund at least three meritorious, peer-reviewed pancreatic cancer-specific Specialized
Programs of Research Excellence (SPORES) next year.

- Asitdid in the early development of the prostate cancer SPOREs, NCI may loosen human
endpoint requirements in pancreatic cancer SPORE research projects until the field of
translational research in pancreatic cancer matures.

- New pancreatic SPOREs will be encouraged to develop expanded human tissue collections
beyond their institutional boundaries. NCI may allow SPORE:s to exceed the current budget cap
to develop expanded tissue collections, banking activities, and data from high-risk individuals,
including family registries.

- Pancreatic SPOREs are expected to use developmental funds to explore new scientific
opportunities and encourage new and established investigators to develop their skills in
pancreatic cancer research.

- NCI may require all new gastrointestinal SPORE:s to include at least one pancreatic cancer
project.

Proposed Strategies to Address Gaps

To address this priority, NCI is considering the following strategies:

* Expand the Transition Career Development Award (K22) to all scientists (including basic
researchers) pursuing a research project that is at least 50 percent relevant to pancreatic
cancer. Fund awards for 5 years instead of 3 years. At the end of the 3" year or beginning
of the 4™ year, the applicant will be required to submit an application for research that is
100 percent relevant to pancreatic cancer. The Transition Career Development Award
protects the time of junior faculty while they develop their research programs and submit
competitive research grant applications. Extending the award from 3 to 5 years and
removing the restriction to individuals with an M.D. and prevention and control scientists
to include basic scientists will provide more protected time to individuals wishing to pursue
careers in pancreatic cancer research, which they will need because the field is so difficult
to approach; and open up the award to all basic, clinical, and prevention and control
scientists, which will stimulate the entire field.?

Fund highly meritorious projects within unsuccessful pancreatic SPORE or program
project applications.”
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* Expand the NRSA by focusing on institutional awards (T32) rather than individual awards
(F32) and on training programs that are conducted in multi-institutional settings. This will
help assemble a critical mass of mentors in pancreatic cancer research that represent the
basic, clinical, and prevention and control sciences. A few good T32 awards could begin to
have an impact on the field and would formalize training programs in pancreatic cancer. *

NClI is developing this strategy further as a first step toward implementation. Actual implementation will
depend on the availability of funds, the receipt of high-quality applications, and a final determination that the
strategy is feasible and scientifically sound.

NCI has determined that it will develop this strategy further in the near term. Further consideration of this
strategy will take place over the next several months.

While these strategies are important, NCI will not be able to implement them in the near term.

NCI is beginning to implement this strategy. Speed of implementation will depend on the availability of NCI
staff to devote appropriate resources to the effort.

Pancreatic Cancer PRG Strategic Plan September 2002 15



2 Establish centers of excellence for pancreatic cancer
research and care

Introduction

Centers of excellence in pancreatic cancer would optimize both research and patient outcomes
and facilitate the diffusion of knowledge into the community. These centers would offer broad
clinical expertise, thereby attracting significant patient volume; provide state-of-the-art
diagnosis and treatment; and bring together scientific investigators evaluating issues critical to
this disease. Organ transplantation and trauma models have improved research and care in
those fields by concentrating resources and developing appropriate infrastructures, and these
could be used to help improve opportunities for focused pancreatic cancer research.

Ongoing Activities

The following initiatives have ongoing projects in pancreatic cancer:

* SPORE:s support interdisciplinary teams of investigators who are dedicated to translational
research focused on an organ-specific human cancer (e.g., breast cancer) or a highly related
group of human cancer types (e.g., gastrointestinal). Two SPORE:s in gastrointestinal
cancer at Johns Hopkins University and the University of Nebraska Medical Center focus
heavily on pancreatic cancer.

New Activities Initiated within the Past Year

NCI will fund at least three meritorious, peer-reviewed pancreatic cancer-specific SPORES next
year.

- Asitdid in the early development of the prostate cancer SPOREs, NCI may loosen human
endpoint requirements in pancreatic cancer SPORE research projects until the field of
translational research in pancreatic cancer matures.

- New pancreatic SPOREs will be encouraged to develop expanded human tissue collections
beyond their institutional boundaries. NCI may allow SPORE:s to exceed the current budget cap
to develop expanded tissue collections, banking activities, and data from high-risk individuals,
including family registries.

- Pancreatic SPORE:s are expected to use developmental funds to explore new scientific
opportunities and encourage new and established investigators to develop their skills in
pancreatic cancer research.

- NCI may require all new gastrointestinal SPORE:s to include at least one pancreatic cancer
project.

Pancreatic Cancer PRG Strategic Plan September 2002 16




3 Create an interdisciplinary coordinating mechanism to

track pancreatic cancer research applications and monitor
funding patterns

Introduction

T'he PANC-PRG noted that increasing the number of NIH-funded research projects in pancreatic
cancer could be accomplished in several ways, such as by establishing an interdisciplinary
coordinating mechanism to foster and track pancreatic cancer research applications and progress.
The PRG suggested that a coordination committee help direct applications to appropriate study
sections for review, foster special funding consideration for new investigators, encourage exception
funding for applications meeting identified needs, and coordinate extramural and intramural
initiatives.

Proposed Strategies to Address Gaps

To address this priority, NCI is considering the following strategy:

* Place higher priority on cancer sites, such as pancreatic cancer, in which there is
insufficient research and in which the probability of survival is particularly low.
Applications that focus at least 50 percent on pancreatic cancer and are up to 50 percent
beyond the payline will be granted higher priority for exception funding. *

NClI is developing this strategy further as a first step toward implementation. Actual implementation will
depend on the availability of funds, the receipt of high-quality applications, and a final determination that the
strategy is feasible and scientifically sound.

NCT has determined that it will develop this strategy further in the near term. Further consideration of this
strategy will take place over the next several months.

While these strategies are important, NCI will not be able to implement them in the near term.

NCI is beginning to implement this strategy. Speed of implementation will depend on the availability of NCI staff to
devote appropriate resources to the effort.

Pancreatic Cancer PRG Strategic Plan September 2002 17



Section 2

Tumor Biology

The biology of pancreatic cancer is difficult to study for several reasons. Pancreatic tumors
display insidious growth properties—they display few symptoms at early stages and are

therefore undiagnosed for long periods of time. The

molecular aspects of normal cell differentiation and “Pancreatic tumors display few
development of the pancreas are poorly understood. The symptoms at early stages and
molecular processes involved in the development of are therefore undiagnosed for
benign and malignant pancreatic diseases are known in long periods of time. Molecular

part, although the nature and origin of the precursor cells | aspects of normal cell

for pancreatic cancer have not been delineated. The
relationships between differing clinical presentations of
pancreatic cancer, prognosis, and the mechanisms of drug

differentiation and development
of the pancreas are poorly
understood.”

resistance are undefined. The contribution of the tumor's supportive tissue matrix (stroma) and
other host factors to patient prognosis has not been studied. Well-characterized tissue of
sufficient quality for molecular analysis, particularly for early lesions, is scarce.

To address the research needs in pancreatic tumor biology, the PANC-PRG identified four

priorities:
1. Achieve a more complete understanding of the normal biology of the pancreas,
2. Elucidate the development of pancreatic adenocarcinoma,
3. Study the natural history of the pancreatic cancer stroma and the formation of reactive
tissue in the stroma in response to the presence of a tumor (desmoplasia),
4. Investigate clinically important host-tumor interactions and develop new therapeutic

strategies to address them.

Pancreatic Cancer PRG Strategic Plan September 2002 18



4 Achieve a more complete understanding of the normal

biology of the pancreas

Introduction

New information about pancreatic development has led to insights in nuclear transcription factors
and signaling pathways that regulate pancreatic progenitor/precursor cell expansion and
differentiation. However, the true cell of origin for pancreatic ductal adenocarcinoma remains
unknown. Ductal adenocarcinomas may arise from fully differentiated ductal epithelium, other cell
lineages (e.g., acinar cells) by means of transdifferentiation/dedifferentiation, or pluripotent
precursor/progenitor cells. A more complete understanding of the normal pancreas at each stage of
development is essential for future advances in detecting, preventing, and treating pancreatic cancer.

Developmental biology techniques should prove useful for investigating cell lineage relationships in
various animal models of pancreatic cancer and, ultimately, in human disease. Understanding
precursor/progenitor cell biology has greatly aided the development of diagnostic and therapeutic
tools in leukemias and cancer immunology, so such knowledge is likely to be valuable for
improving pancreatic cancer prevention, diagnosis, and treatment. Therefore, a high priority of
research should be to isolate, characterize, and propagate cells that initially differentiate into the
gland itself. These cells, or their immediate descendants, are likely targets for the various agents that
cause pancreatic cancer and may be potential targets for chemoprevention.

Ongoing Activities

The following initiatives have ongoing projects in pancreatic cancer:

The Cancer Genome Anatomy Project (CGAP) is an interdisciplinary program established
to generate the information and technological tools needed to decipher the molecular anatomy
of the cancer cell. CGAP’s primary goal is to achieve a comprehensive molecular
characterization of normal, precancerous, and malignant cells. All data and material generated
through CGAP are made available to the research community without restrictions. Using
pancreatic cancer tissue, CGAP scientists have uncovered over 600 expressed genes that may
serve as targets for molecular therapies.

The following initiative could potentially address pancreatic cancer:

Technologies for Comprehensive, Sensitive, and Quantitative Protein Analysis in Human
Tumors: Phased Innovation are intended to stimulate the initiation and/or continued
development of high-risk/high-impact technologies that target the sensitive quantitation of the
wide spectrum of proteins in human tissues. Investigators are developing technologies for both
comprehensive identification and sensitive quantitation of proteins translated and modified in
human tumor specimens.
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Proposed Strategies to Address Gaps

To address this priority, NCI is considering the following strategies:

* Partner with the National Institute of Diabetes and Digestive and Kidney Diseases
(NIDDK) to issue a Program Announcement (PAR) to stimulate research on the normal
biology of the pancreas and on the pathogenesis of pancreatic cancer. Prior to issuing the
PAR, sponsor a workshop on predisposing conditions of the pancreas to foster
multidisciplinary collaborations and identify research opportunities and needs in normal
biology of the pancreas and pathogenesis of pancreatic cancer. Invite participation of
NIDDK and National Institute of Child Health and Human Development (NICHD). *

* Fund highly meritorious projects within unsuccessful pancreatic SPORE or program
project applications.

NCl is developing this strategy further as a first step toward implementation. Actual implementation will
depend on the availability of funds, the receipt of high-quality applications, and a final determination that the
strategy is feasible and scientifically sound.

NCI has determined that it will develop this strategy further in the near term. Further consideration of this
strategy will take place over the next several months.

While these strategies are important, NCI will not be able to implement them in the near term.

NCI is beginning to implement this strategy. Speed of implementation will depend on the availability of NCI
staff to devote appropriate resources to the effort.

Pancreatic Cancer PRG Strategic Plan September 2002 20



5 Elucidate the pathogenesis of pancreatic

adenocarcinoma

Introduction

Current knowledge of the genetics and biology of precursor lesions of pancreatic cancer and their
progression to invasive, metastatic disease is incomplete. Significant gaps exist in our understanding
of predisposition/modifier genes and how the fundamental genetic alterations affect the signaling
pathways that control the cell cycle and differentiation of ductal epithelial cells; how they initiate
and induce tumorigenesis, tumor invasion, and metastasis; and how they generate resistance to
chemotherapy and radiation. This information is crucial, given the unique biological and clinical
characteristics of pancreatic adenocarcinoma.

In addition, genetic changes and expression differences must be correlated with cellular, histologic,
and clinical phenotypes to determine whether specific tumor subtypes exist. For example,
carcinomas with microsatellite instability may differ from conventional adenocarcinomas in their
histologic appearance, prognosis, aggressiveness, and response to cytotoxic drugs. Clearly
identifying pancreatic tumor subtypes will improve drug development, intervention selection, and
prognosis assessment.

Innate invasive and metastatic potential is a distinctive feature of most pancreatic adenocarcinomas;
metastases to the liver almost always develop, even after potentially "curative" surgery that reduces
local recurrence. Little is known about the genetic mechanisms and signaling pathways responsible
for pancreatic cancer metastasis.

Ongoing Activities

The following initiatives have ongoing projects in pancreatic cancer:

Innovative Technologies for the Molecular Analysis of Cancer: Phased innovation Award
supports the development of technologies for the detection of alterations and instabilities of genomic
DNA; measurement of the expression of genes and gene products; analysis and detection of gene
and/or cellular products, including post-translational modification, and function of proteins;
identification and characterization of exogenous infectious agents in cancer; and assays of the
function of major signal transduction networks involved in cancer. One of the applications funded,
"Gene expression profiling of known and unknown primary cancers," applies to several cancers,
including pancreas, and will define gene expression profiles and determine diagnostic clusters of
gene expression.

The Molecular and Cellular Biology of Metastatic Tumor Cells initiative provides funds for
preliminary research projects that will form the basis of future RO1 applications to investigate
metastasis. The intent is to (1) foster collaborative research between investigators with basic
molecular and cellular biological and biochemical research experience and those with
experience in metastasis research, and (2) increase the number of laboratories and investigators
addressing issues of metastasis. One grant, "Function of NFKB in cancer metastasis," is
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determining the roles of Rel A gene in pancreatic metastasis and testing inhibitors of Rel A in
repressing metastasis in an experimental model.

Molecular and Genetic Studies in Pancreatitis and Pancreatic Cancer encourage experienced
and new investigators to pursue basic and clinical investigations into the molecular genetics of acute
and chronic pancreatitis as well as the "preneoplastic" genetic changes that predispose individuals to
adenocarcinoma of the pancreas. Basic studies include the generation of transgenic animal models
of pancreatitis that show inherited forms of pancreatitis. Investigators are developing organ-specific
transgenic mice that exhibit acute or chronic pancreatitis. Applications are currently funded under
this program announcement include:

- The Role of RE1A in Human Adenocarcinoma of the Pancreas

- Genetic Mechanisms in Experimental Pancreatic Cancer

- Discovery of New Secreted Proteins of Pancreatic Cancer

- Interferon Regulatory Factor 2 Functions

- The PanINs of Pancreatitis, Pancreas Cancer and Controls

- Conditional Deletion of DPC4 in Pancreatic Tumorigenesis

The following initiative could potentially address pancreatic cancer:

Technologies for Comprehensive, Sensitive, and Quantitative Protein Analysis in Human
Tumors: Phased Innovation (see page 19)

New Activities Initiated Within the Past Year

Mouse Models of Human Cancers Consortium investigators are receiving supplements from
NCI to further the development of pancreatic cancer mouse models.

Proposed Strategies to Address Gaps

To address this priority, NCI is considering the following strategies:

* Partner with NIDDK to issue a PAR to stimulate research on the normal biology of the
pancreas and on the pathogenesis of Pancreatic Cancer. (see page 20)

* Fund highly meritorious projects within unsuccessful pancreatic SPORE or program
project applications.

NClI is developing this strategy further as a first step toward implementation. Actual implementation will
depend on the availability of funds, the receipt of high-quality applications, and a final determination that the
strategy is feasible and scientifically sound.

NCI has determined that it will develop this strategy further in the near term. Further consideration of this
strategy will take place over the next several months.

While these strategies are important, NCI will not be able to implement them in the near term.

NClI is beginning to implement this strategy. Speed of implementation will depend on the availability of NCI
staff to devote appropriate resources to the effort.
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6 Study the natural history of the pancreatic stroma and

desmoplasia

Introduction

The origin and functions of the intense desmoplastic reaction observed in most cases of pancreatic
ductal adenocarcinoma is a poorly understood area of pancreatic cancer pathobiology. A number of
complex biochemical alterations contribute to this reaction and to the formation of the resulting
stroma. Several roles have been hypothesized for the stroma in pancreatic cancer development and
maintenance, but a better understanding is needed of the basic mechanisms involved in the
development of the stroma, its interaction with pancreatic cancer cells, and its role in the
pathogenesis of pancreatic cancer.

The PANC-PRG recommended evaluating the role of the stroma in normal pancreatic tissue,
chronic pancreatitis, and pancreatic cancer. The s